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Figure 1 : Human POSH Coding Sequence (SEQ ID NO: 1) (part 1) 

ATGGATGAATC^GCCTTGTTGGATCTTTTGGAGTGTCCGGTGTGTCTAGAGCGCCTTGATGCTTCTGCGA 
AGGTCTTGCCTTGCC^GCATACGTTTTGCAAGCGATGTTTGCTGGGGATCGTAGGTTCTCGAAATGAACT 

AGACTTCTGGATGGCATCAAAC^GAGGCCTTGGAAACCTGGTCCTGGTGGGGGAAGTG^ 
CAAATGCATTAAGGTCTCAGAGCAGCACTGTGGCTAATTGT^ 

CGGAC^GC^GCCTCGGGTGCAATCCTGGAGCCCCC(^GTGAGGGGTATACCTC^GTTACC^TGTGC(^^ 

GOSTTATACAACTATGAAGGAAAAGAGCCTGGAGACCTTAAAT^ 

GAAGACAAGTGGATGAAAATTGGTACCATGGGGAAGTCAATGGAATCCATGGOT 

TGTGCAGATTATTAAACCGTTACCTCAGCCCCC^CCTCAGTGCAAAGCACTTTATG^ 

GACAAGGAAGCAG^CAAAGATTGCCTTCCATTTGCAAAGGATGATGTTCTGACTGTGATCCGAA^ 

ATGAAAACTGGGCTGAAGGAATGCTGGCAGACAAAATAGGA^ 

CTCGGC TGC TAAGCAGC TGATAGAATGGGATAAGCC TC CTGTGC CAGGAGTTGATGC TGGAGAATGTT C C 
T CGG CAGCAGCC CAGAG CAGCACTG C CC CAAAGCACTC CK^CAC CAAGAAGAACACCAAAAAGCGGCACT 
CCTTCACTTCCCTCACTATGGCCAACAAGTCCTCCCA 
CCCCCCTGTCCTCATCAGCTCCAGCAACCCCACTGCT 

TGCAGTGCCCCTTCTCAGGTTCATATAAGTACCACCGGGTTAATTGTGACCCCGCCCCCAAGCAGCCCAG 

TGACAACTGGCGCCTCGTTTACTTTCCCATCAGATGTTCCCTACCAAGCTGCCCTTGGAACTTTGAATCC 

TCCTCTTCCACCACCCCCTCTCCTGGCTGCCACTGTCCTTGCCTCC^CACC^CCAGGCGCC^VCCX5CCGCC 

GCTGCTGCTGCTGGAATGGGACCGAGGCCCATGGCAGGATCCACTGACCAGATTGCACATTTACGGCCGC 

AGACTCGCCCCAGTGTGTATGTTGCTATATATCCM 

AAAAGGGGAGATGTTTTTAGTGTTTGAGCGCTGCCAGGATGGCTC^ 

AGCy^GATAGGGGTTTTCCCTGGCAATTATGTGGCACCAGTCACAAGGGCGGTGACAAATGC 

CTAAAGTCCCTATGTCTACAGCTGGCCAGACAAGTCGGGGAGTGACCATGGTCAGTCCTTCCACGGCAGG 

AGGGCCTGCCCAGAAGCTCCAGGGAAATGGCGTGGCTGGGAGTCCCAGTGTTGTCCCCGCAGCTGTGGTA 

TCAGCAGCTCACATCCAGACAAGTCCTCAGGCTAAGGTCCT 

ACCAGGCCCGCAATGCTGTGAGGACAGTTGCAGCGCACAACCAGGAA 

CATCCAGGTACAGAATGCCGCCGGCCTCAGCCCTGCATCT 

CCAC^CCTCCGCCTCTGATGCC^GGCTCAGCCAa3CA<^ 

CCCCTCTGGCCTGTGCAGCAGCTGCTCCACTGACTTCCCCAAGCATCACCAGTGOT 

GCCCAGTGGCCGGATAGTGACCGTTCTCCCTGGACTCCC 

GGGAACAGTTCAGCAACCAAACCAGACAAGGATAGCAAAAAAGAAAA^ 

CTGGCGCCTCCACTAAACGGAAGCCCCGraTGTCTCCTCCAGC^TCGCCCACCCTAGAAGTGGAGCTG^ 
CAGTGCAGAGCTTCCTCTCCAGGGAGCGGTGGGGCCCGAACTGCC^ 

GGCT CCTGC C CTGTGGA CGGGGACGGAC CGGTCACGAC TGCAGTGG CAGGAGCAGCC CTGGC CCAGGATG 
CTTTTCATAGGAAGGCAAGTTCCCTGGACTCCGCAGTTC^ 
CTCCCTGGGTCCTGTCTTGAATGAGTCTAGACCTGTCGTTTGTGAAAGGCACA 
C C T C CT CAGAGTGAGGCAGAAC TTGAAC TT AAAGAAGGAGATATTGTGTT^ 

ATGGCTGGTTCAAAGGCACATTACAACGTAATGGGAAAACn'GGCCTTTTCCCAGGAAGCTTTGTGGAAAA 
CATATGA 
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Figure 2: Human POSH Amino Acid Sequence (SEQ ID NO:2) (part 2) 



MDESALLDLLECPVCXERLDASA^ 

RLIJDGIKQRPWKPGPGGGSGTNCTNAIiRSQSSTVANCSSKDLQSSQGGQQPRVQSWSPPVRGIPQLPC^ 
ALYNYEGKEPGDLKFSKGDI I IIjRRQVDENWYHGEVNGIHGFFPTNFVQIIKPLPQPPPQCKALYDFEVK 

dkeadkdclpfakddvltvirrvdenwaegmiiadkigi fpi s yvefnsaakqlii ewdkppvpgvdagecs 
saaaqsstapkhsdtkkntkkrhsftsltmankssqasqnrh^ 

csapsqvhisttglivtpppsspvttgpsftfpsdvpyqaalgtlnpplppppliiaatvlastppgataa 
aaaagmgprpmagstdqiahlrpqtrpsvyvaiypytprkedelelrkgemflvfercqdgwfkgtsmht 
skigvfpgnyvapvtravtnasqakvpmstagqtsrgvtmvspstaggpaqklqgngvagspswpaaw 
s aahi qts p qakvllhmtgqmtvnqarnatotvaahnqerptaavtpi qvqnaagls pas vglshhslas 
pqpaplmpgsathtaaisisrasapiiacaaaapltspsitsasleaepsgrivtviipglptspdsassac 

GNS SATKPDKDS KKEKKGLLKLLSGAS TKRKPRVS P PAS PTLEVELGSAELPIjQGAVGPE LPPGGGHGRA 
GS CP VDGDGPVTTAVAGAAIiAQDAFHRKAS SLDS AVP I APPPRQACS SLGPVLNES RP WCERHRVWS Y 
PPQSEAKLELKEGDIVFVHKKREDGWFKGTLQRNGKTGLFPGSFVENI 
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Figure 3: Human POSH cDNA Sequence (SEQ ID NO:3) 

CTGAGAGACACTGCGAGCGGCGAGCGCGGTGGGGCCGCATCTGCATCAGCCGCCGCAGCCGCTGCGGGGC 

CGCGAACAAAGAGGAGGAGCCGAGGCGCGAGAGCAAAGTCTGAAATGGATGTTACATGAGTC^ 

GGATGCACACAACTATGAACATTTCTGAAGATTT^ 

CTTGTTGGATCTTTTGGAGTGTCCGGTGTGTCTAGAGCGCCTTGATGCTTCTGCGAAGGTCTTGCCTTGC 
CAGCATACGTTTTGCAAGCGATGTTTGCTGGGGATCGTAGGTT^ 

GCAGGACTCTTGTTGGCTCGGGTGTCGAGGAGCTTCCCAGTAACATCTTGCTGGTCAGACTTCTGGATGG 
CATCAAACAGAGGC CTTGGAAAC CTGGT CCTGGTGGGGGAAGTGGGACC TAAGG 
TCTCAGAGCAGCACTGTGGCTAATTGTAGCTCAA 

GGGTGCAATCCTGGAGCCCCCCAGTGAGGGGTATACCTCAGTTACCATGTGCCAAAGCGTT^ 

TGAAGGAAAAGAGCCTGGAGACCTTAAATTCAGCAAAGGCGAC^ 

GAAAATTGGTACC^TGGGGAAGTCAATGGAATCCATGGCTTTTTCCCCACCAACTT 

AACCGTTACCTCAGCCCCCACCTCAGTGCAAAGCACTTTATG^ 

CAAAGATTGCCTTCCATTTGCAAAGGATGATGTTCTGACTGTGATCCGAAGA^ 

GAAGG^TGCTGGCAGACAAAATAGGAATATTTCCAATTTCATATGTTGAGTTTAA 

AGCTGATAGAATGGGATAAGCCTCCTGTGCCAGGAGTTGATGCTGGAGAATGTTCCTCGG^GCAGCC^ 

GAGCAGCACTGCCCCAAAGCACTCCGACACCAAGAAGAACACCAAAAAGCGGCA 

ACTATGGCGAACAAGTCCTCCCAGGCATCCCAGAACCGCCACT 

TCAGCTCCAGCAACCCCACTGCTGCTGCACGGATCAGCGAGCTGTCTGGGCTCTCCT 

TCAGGTTCATATAAGTACCACCGGGTTAATTGTGACCCCGCCCCCAAGCAGCCCAGTGACAACTO 

TCGTTTACTTTCCCATCAGATGTTCCCTACCAAGCTGCCCTTGGAACT 

CCCCTCTCCTGGCTGCCACTGTCCTTGCCTCCACACC^CCAGGCGCCACCGCCGCCGCTGCTGCTGCTGG 

AATGGGACCGAGGCCCATGGCAGGATCCACTGACCAGATTGCACATTTACGGCCGCA^ 

GTGTATGTTGCTATATATCCATACACTCCTCGGAAAG 

TTTTAGTGTTTGAGCGCTGCCAGGATGGCTGGTTCAAAGGGACATCCATGCATACCAGCAAGATAGGG 
TTTCCCTGGCAATTATGTGGCACCAGTCACAAGGGCGGTGACAAATGCOT 

T C TACAGCTGGC CAGACAAGTCGGGGAGTGAC CATGGTCAGTCCTTC CACGGCAGGAGGGCC TGC CCAGA 

AGCTCCAGGK3AAATGGCX5TGGCTGGGAGTCCCAGTGOT 

CCAGACAAGTCCTCAGGCTAAGGTCTTGTTGCACATGAC^ 

GCTGTGAGGA(^GTTGCAGCGCACAACCAGGAACGCCCCACGGCAGCAGTGACACCC^ 
ATGCCGCCGGCCTCAGCCCTGCATCTGTGGGCCTGTCCG^^ 

TCTGATGCCAGGCTCAGCCACGCACACTGCTGCCATCAGTATCAGTCGAGCCAGTGCCC^ 

GCAGCAGCTGCTCCACTGACTTCCCCAAGCATCACCAGTGCTTCTCT^ 

TAGTGACCX3TTCTCCCTGGACTCCCCACATCTCCIX^C^GTGCTTCA 

AACCAAACCAGACAAGGATAGCAAAAAAGAAAAAAAGGGTTTGTTGAAGTTGCTTTCTGGCGCCT 
AAACGGAAGCCCCGCX3TGTCTCCTCCAGCATCGCC 

CTCTCCAGGGAGCGGTGGGGCCCGAACTGCCACCAGGAGGTGGCCATGGCAGGGCAGGCT 

GGACGGGGACGGACCGGTCACGACTGCAGTGGCAGGAGCAGCCCTGGCCC^GGATGC^ 

GCAAGTTCCCTGGACTCCGCAGTTCCCATCGCTCCACCTCCTCGCCAGGCCTGTTCCTCCOTGGGTCCTC 

TCTTGAATGAGTCTAGACCTGTCGTTTGTGAAAGGCACAGGGTGGTGGTTTCCTATCCT 

GGC^GAACTTGAACTTAAAGAAGGAGATATTGTGTTTGTTCATAAAAAACGAGAGGA 

GK3CACATTACAACX3TAATGGGAAAACTGGCCT 

GACACTGAAGAAGCTTAAAATCACTTCACACAACAAAGTAGCACAAAGCAGTT^ 

TTGTGGACTTCCAGATGGTCAGGAGATGAGCAAAGGATTGGTA^ 

CCCCAGCGAGCAGAGTGAAGAAGATGTTTGTGTGGGTTTTGTTAGTCTGGAT^ 

C CTTGTACTGTCTGATTTACTACACAGAGAAA C TTTTTT TTAAGAT ATATGACT AAAATGGACA 

AT TGTTTACAAGG CTTAACTAAT TTATTTG CTT TT TTAAACT TGAACT TTT CGTATAATAGATACGTT CT 
T TGGAT TATGATT TTAAGAAATTATTAAT T TATGAAATGATAGG TAAGGAGAAG CTGGAT TATCT CCTGT 
TGAGAGCAAGAGATTCGTTTTGACATAGAGTGAATGCATTTTCCCOT 

ATTTTGGGGTTATGTTTTGCTTCTTTAAGATAGAAATCCCAGTTCTCTAATTTGGTTTTCT 
AACCAAACATACAAATGAATCAGTATCAATTAGGGCCTGGGGT^ 

AGTTAGTGATTCCCTCTCTTTCTAGTTTGGTAGGAATCACCCTGAAGACCTAGTCCTCAAOT 

TGGGTTTTTAATTTTCCTAGAATGAAGTGACTGAAACAAT^ 

AATGTATTTAGAAATATATTTAGTTTTATAGCAGAAGCA 

TTGAAGTTGTAGTGACTGTCTGAGAATGGCTATGAAGTOT 

TGCCCAGGACACAAGTAAAACATTTGTGAGATAGTGGTGGTAAGTGATGCA 

TATAAGAAACACTGTGAAAAGTTCATATTCATCCATTGTGATTCTTTCCCCACGTCT 

G GATT C CCA CAG TAATATAGACTGTGCATGGTGTGTATATTTCATTGCGATTTC CTGT TAAGATC T 

GTACTCAGAATTGACGAATTCAGGAGGTGTAAAAATAAACA^ 
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Figure 3: Human POSH cDNA Sequence (SEQ ED NO:3) 

CTGACCAAGGTCTCTTGAX3TGCA 

TTAGTGAAAGTGGTCTTTTATGTCCTCCCAGCAGACAGACATCAAGGATGAGTTAACCAGGAGACTACTC 

CTGTGACTGTGGAGCTCTGGAAGGCTTGGTGGGAGTGAATTTGCCCACACCT 

CAGAAGAGCCTGTCTTTTTATATCC^TTCCTTGATGTCATTGGCCTCT 

CACGCAGTCATGGATCTGGGTAGTCCX5GAAAACAAAAGGAGGGAAGACAGCCrGGTAATGAATAAGATCC 
TTACCAC^GTTTTCTCATGGGAAATACATAATAAACCCTTTCATCT 

AACT GGGAAATAGAAACATGAAC TGAAAAGT CTTGCAATGA CAAGAGGTTTCATGGT CTTAAAAAGATAC 

TCCTGTGTGTTGAATTTAAAAAAAAAAAATACTTTACTTGGATATTCATGTAATATATAAAGGTTTGGTG 
AAATGAACTTTAGTTAGGAAAAAGCTGGCATCAGCTTTCATCTGTGTAAGTTGAC^ 

TAT TCTTTATTT TGGGAAAT TAGTGTAT TT TATAAAAATTTTAAAAAGAAAAAAGACTACTACAGGTTAA 
GATAATTTT TTTAC CTGT CTTT TCTCGATA^UU'U'AAG CTATGTGATTGAAGTAC C T CTGT T CATAGTT T C 
C TGGTATAAAGTTGGTTAAAAT T TCAT C TGTTAATAGAT CATTAGGTAAT ATAATGTATGGGTTTTCT AT 
TGGTTTTTTGCAGAC^GTAGAGGGAGATTTTGTAACAAGGGCTTGTTA»CAGTGATATGGTAATGATAA 
AATTGCAATTTATCACTCCTTTTCATGTTAATAATTTGAGGACTGGATAAAAGGTTO 
TGATGTTCAAACCTTTGT 
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Figure 4: 5' cDNA fragment of human POSH (public gi:1043261 1; SEQ ID NO:4) 

ctgagagacactgcgagcggcgagcgcggtggggccgcatctgcatcagccgccgcagccgctgcggggc 

cgcgaacaaagaggaggagccgaggcgcgagagcaaagtctgaaatggatgttacatgagtcattttaag 

gatgcacacaactatgaacatttctgaagattttttctcagtaaagtagataaagatggatgaatcagcc 

ttgttggatcttttggagtgtccggtgtgtctagagcgccttgatgcttctgcgaaggtcttgccttgcc 

agcatacgttttgcaagcgatgtttgctggggatcgtaggttctcgaaatgaactcagatgtcccgagtg 

caggactcttgttggctcgggtgtcgaggagcttcccagtaacatcttgctggtcagacttctggatggc 

atcaaacagaggccttggaaacctggtcctggtgggggaagtgggaccaactgcacaaatgcattaaggt 

ctcagagcagcactgtggctaattgtagctcaaaagatctgcagagctcccagggcggacagcagcctcg 

ggtgcaatcctggagccccccagtgaggggtatacctcagttaccatgtgccaaagcgttatacaactat 

gaaggaaaagagcctggagaccttaaattcagcaaaggcgacatcatcattttgcgaagacaagtggatg 

aaaattggtaccatggggaagtcaatggaatccatggctttttccccaccaactttgtgcagattattaa 

accgttacctcagcccccacctcagtgcaaagcactttatgactttgaagtgaaagacaaggaagcagac 

aaagattgccttccatttgcaaaggatgatgttctgactgtgatccgaagagtggatgaaaactgggctg 

aaggaatgctggcagacaaaataggaatatttccaatttcatatgttgagtttaactcggctgctaagca 

gctgatagaatgggataagcctcctgtgccaggagttgatgctggagaatgttcctcggcagcagcccag 

agcagcactgccccaaagcactccgacaccaagaagaacaccaaaaagcggcactccttcacttccctca 

ctatggccaacaagtcctcccaggcatcccagaaccgccactccatggagatcagcccccctgtcctcat 

cagctccagcaaccccactgctgctgcacggafccagcgagctgtctgggctctcctgcagtgccccttct 

caggttcatataagtaccaccgggttaattgtgaccccgcccccaagcagcccagtgacaactggcccct 

cgtttactttcccatcagatgttccctaccaagctgcccttggaactttgaatcctcctcttccaccacc 

ccctctcctggctgccactgtccttgcctccacaccaccaggcgccaccgccgccgctgctgctgctgga 

atgggaccgaggcccatggcaggatccactgaccagattgcacatttacggccgcagactcgccccagtg 

tgtatgttgctatatatccatacactcctcggaaagaggatgaactagagctgagaaaaggggagatgtt 

tttagtgtttgagcgctgccaggatggctggttcaaagggacatccatgcataccagcaagataggggtt 

ttccctggcaattatgtggcaccagtcacaagggcggtgacaaatgcttcccaagctaaagtccctatgt 

ctacagctggccagacaagtcggggagtgaccatggtcagtccttccacggcaggagggcctgcccagaa 

gctccagggaaatggcgtggctgggagtcccagtgttgtccccgcagctgtggtatcagcagctcacatc 

cagacaagtcctcaggctaaggtcttgttgcacatgacggggcaaatgacagtcaaccaggcccgcaatg 

ctgtgaggacagttgcagcgcacaaccaggaacgccccacggcagcagtgacacccatccaggtacagaa 

tgccgccggcctcagccctgcatctgtgggcctgtcccatcactcgctggcctccccacaacctgcgcct 

ctgatgccaggctcagccacgcacactgctgccatcagtatcagtcgagccagtgcccctctggcctgtg 

cagcagctgctccactgacttccccaagcatcaccagtgcttctctggaggctgagcccagtggccggat 

agtgaccgttctccctggactccccacatctcctgacagtgcttcatcagcttgtgggaacagttcagca 

accaaaccagacaaggatagc 
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Figure 5: N terminus protein fragment of hPOSH (public gi:10432612; SEQ ID 
NO:5) 

MDESALLDLLECPVCLERLDASAKVLPOT 

RLLDGI KQRPWKPGPGGGSGTNCTNAIjRSQSSTVANCS SKDXjQS SQGGQQPRVQSWSPPVRGI PQLPCAK 
ALYNYEGKEPGDLKFSKGDI I ILRRQVDENWYHGEVNGIHGFFPTKTFVQI IKPLPQPPPQCKALYDFEVK 
DKEADKDCLPFAKDDVLTVI RRVDENWAEGMIiADKI GI FPI S YVEFNSAAKQIjI EWDKPPVPGVDAGECS 
S AAAQS STAPKHSDTKKNTKKRHS FTS LTMANKS SQAS QNRHSME I S PPVL I S S SNPTAAARI SELSGLS 
CSAPSQVHISTTGLIVTPPPSSPVTTGPSFTFPSDVPYQAALGTI^^ 

AAAAGMGPRPMAGS TDQ IAHLRPQTRPS VYVAI YP YTPRKEDELELRKGEMFLVFERCQDGWFKGTSMHT 
S KIGVFPGNYVAPVTRAVTNAS QAKVPMSTAGQTSRGVTMV S PS TAGGPAQKLQGNGVAGS P S WPAAW 
SAAHIQTSPQAKVLLHMTGQ^^ 

PQPAPLMPGSATHTAAISISRASAPLACAAAAPLTSPSITSASLEAEPSGRIVTVLPGLPTSPDSASSAC 
GNSSATKPDKDS 
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Figure 6: 3' mRNA fragment of hPOSH (public gi:7959248; SEQ ID NO:6) 

atttcatatgttgagtttaactcggctgctaagcagctgatagaatgggataagcctcctgtgccaggag 

ttgatgctggagaatgttcctcggcagcagcccagagcagcactgccccaaagcactccgacaccaagaa 

gaacaccaaaaagcggcactccttcacttccctcactatggccaacaagtcctcccaggcatcccagaac 

cgccactccatggagatcagcccccctgtcctcatcagctccagcaaccccactgctgctgcacggatca 

gcgagctgtctgggctctcctgcagtgccccttctcaggttcatataagtaccaccgggttaattgtgac 

cccgcccccaagcagcccagtgacaactggcccctcgtttactttcccatcagatgttccctaccaagct 

gcccttggaactttgaatcctcctcttccaccaccccctctcctggctgccactgtccttgcctccacac 

caccaggcgccaccgccgctgctgctgctgctggaatgggaccgaggcccatggcaggatccactgacca 

gattgcacatttacggccgcagactcgccccagtgtgtatgttgctatatatccatacactcctcggaaa 

gaggatgaactagagctgagaaaaggggagatgtttttagtgtttgagcgctgccaggatggctggttca 

aagggacatccatgcataccagcaagataggggttttccctggcaattatgtggcaccagtcacaagggc 

ggtgacaaatgcttcccaagctaaagtccctatgtctacagctggccagacaagtcggggagtgaccatg 

gtcagtccttccacggcaggagggcctgcccagaagctccagggaaatggcgtggctgggagtcccagtg 

ttgtccccgcagctgtggtatcagcagctcacatccagacaagtcctcaggctaaggtcttgttgcacat 

gacggggcaaatgacagtcaaccaggcccgcaatgctgtgaggacagttgcagcgcacaaccaggaacgc 

cccacggcagcagtgacacccatccaggtacagaatgccgccggcctcagccctgcatctgtgggcctgt 

cccatcactcgctggcctccccacaacctgcgcctctgatgccaggctcagccacgcacactgctgccat 

cagtatcagtcgagccagtgcccctctggcctgtgcagcagctgctccactgacttccccaagcatcacc 

agtgcttctctggaggctgagcccagtggccggatagtgaccgttctccctggactccccacatctcctg 

acagtgcttcatcagcttgtgggaacagttcagcaaccaaaccagacaaggatagcaaaaaagaaaaaaa 

gggtttgttgaagttgctttctggcgcctccactaaacggaagccccgcgtgtctcctccagcatcgccc 

accctagaagtggagctgggcagtgcagagcttcctctccagggagcggtggggcccgaactgccaccag 

gaggtggccatggcagggcaggctcctgccctgtggacggggacggaccggtcacgactgcagtggcagg 

agcagccctggcccaggatgcttttcataggaaggcaagttccctggactccgcagttcccatcgctcca 

cctcctcgccaggcctgttcctccctgggtcctgtcttgaatgagtctagacctgtcgtttgtgaaaggc 

acagggtggtggtttcctatcctcctcagagtgaggcagaacttgaacttaaagaaggagatattgtgtt 

tgttcataaaaaacgagaggatggctggttcaaaggcacattacaacgtaatgggaaaactggccttttc 

ccaggaagctttgtggaaaacatatgaggagactgacactgaagaagcttaaaatcacttcacacaacaa 

agtagcacaaagcagtttaacagaaagagcacatttgtggacttccagatggtcaggagatgagcaaag^ 

attggtatgtgactctgatgccccagcacagttaccccagcgagcagagtgaagaagatgtttgtgtggg 

ttttgttagtctggattcggatgtataaggtgtgccttgtactgtctgatttactacacagagaaacttt 

tttttttttttaagatatatgactaaaatggacaattgtttacaaggcttaactaatttatttgcttttt 

taaacttgaacttttcgtataatagatacgttctttggattatgattttaagaaattattaatttatgaa 

atgataggtaaggagaagctggattatctcctgttgagagcaagagattcgttttgacatagagtgaatg 

cattttcccctctcctcctccctgctaccattatattttggggttatgttttgcttctttaagatagaaa 

tcccagttctctaatttggttttcttctttgggaaaccaaacatacaaatgaatcagtatcaattagggc 

ctggggtagagagacagaaacttgagagaagagaagttagtgattccctctctttctagtttggtaggaa 

tcaccctgaagacctagtcctcaatttaattgtgtgggtttttaattttcctagaatgaagtgactgaaa 

caatgagaaagaatacagcacaacccttgaacaaaatgtatttagaaatatatttagttttatagcagaa 

gcagctcaattgtttggttggaaagtaggggaaattgaagttgtagtcactgtctgagaatggctatgaa 

gcgtcatttcacattttaccccaactgacctgcatgcccaggacacaagtaaaacatttgtgagatagtg 

gtggtaagtgatgcactcgtgttaagtcaaaggctataagaaacactgtgaaaagttcatattcatccat 

tgtgattctttccccacgtcttgcatgtattactggattcccacagtaatatagactgtgcatggtgtgt 

atatttcattgcgatttcctgttaagatgagtttgtactcagaattgaccaattcaggaggtgtaaaaat 

aaacagtgttctcttctctaccccaaagccactactgaccaaggtctcttcagtgcactcgctccctctc 

tggctaaggcatgcattagccactacacaagtcattagtgaaagtggtcttttatgtcctcccagcagac 

agacatcaaggatgagttaaccaggagactactcctgtgactgtggagctctggaaggcttggtgggagt 

gaatttgcccacaccttacaattgtggcaggatccagaagagcctgtctttttatatccattccttgatg 

tcattggcctctcccaccgatttcattacggtgccacgcagtcatggatctgggtagtccggaaaacaaa 

aggagggaagacagcctggtaatgaataagatccttaccacagttttctcatgggaaatacataataaac 

cctttcatctttttttttttcctttaagaattaaaactgggaaatagaaacatgaactgaaaagtcttgc 

aatgacaagaggtttcatggtcttaaaaagatactttatatggttgaagatgaaatcattcctaaattaa 

ccttttttttaaaaaaaaacaatgtatattatgttcctgtgtgttgaatttaaaaaaaaaaaatacttta 

cttggatattcatgtaatatataaaggtttggtgaaatgaactttagttaggaaaaagctggcatcagct 

ttcatctgtgtaagttgacaccaatgtgtcataatattctttattttgggaaattagtgtattttataaa 

aattttaaaaagaaaaaagactactacaggttaagataatttttttacctgtcttttctccatattttaa 

gctatgtgattgaagtacctctgttcatagtttcctggtataaagttggttaaaatttcatctgttaata 

gatcattaggtaatataatgtatgggttttctattggttttttgcagacagtagagggagattttgtaac 

aagggcttgttacacagtgatatggtaatgataaaattgcaatttatcactccttttcatgttaataatt 

tgaggactggataaaaggtttcaagattaaaatttgatgttcaaacctttgt 
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Figure 7: C terminus protein fragment of hPOSH (public gi:7959249; SEQ ID 
NO:7) 

I S YVEFNS AAKQL I EWDKPP VPGVDAGECS S AAAQ S STAPKHSDTKKNTKKRHS FTSLTMANKS S QAS QN 
RHS^ISPPVIilSSSNPTAAARISEIiSGIiSCSAPSQWISTTGLIVTPPPSSPVTTGPSPTFPSDVPYQA 

ALGTIiNPPLPPPPLLAATVIASTPPGATAAAAAAG^ 

ED EL EL RICGEMP L V F ERCQDGWFKGTS MHTS KI GVF PGlSHfVAPVTRAVTISIAS QAKVP MS TAGQT S RGVTM 
VS PS TAGGP AQKLQGNGVAGS PSWPAAWSAAHI QTS PQAKVLLHMTGQMTVNQARNAWTVAAHNQER 
PTAAWPIQVQNAAGLSPASVGLSHHSIiASPQPAPLMPGSATHTAAISISRASAPIiACAAAAPLTSPSIT 
SASLEAEPSGRIVTVIjPGLPTSPDSASSACC^SSATKPDKDSKKEKKGIjLKIjLSGASTKRKPRVSPPASP 
TLEVELGSAELPIiQGAVGPELP PGGGHGRAGS CPVDGDGPVTTAVAGAAIjAQDAFHRKAS SLDSAVP IAP 
PPRQACSSLGPVIiNESRPWCERHRVWSYPPQSEAELEIiKEGDIVFVHKKREDGW 

PGSFVENI 
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Figure 8: Human POSH full mRNA, Annotated Sequence (part 1) 



- gi | 10432611 |dbj | AK02 1429 . 1 1 AK02 1429 Homo sapiens cDNA 

FLJ11367 fis, clone HEMBA1000303 , highly similar to Mus musculus 
Plenty of SH3s (POSH) mRNA 

« gi| 7959248 | dbj | AB040927.1] AB040927 Homo sapiens mRNA for 

KIAA1494 protein, partial cds 

- Both hPOSH and KIAA1495 

rr~3 " Ring Domain 

lid - SH3 Domian 

P-J^j - start codon and stop codon of predicted ORF 

CTGAGAGACACTGCGAGCGGCGAGCGCGGTGGGGCCGCATCTGCATCAGCCGCCGCAGCCGCTGCGGGGC 
CGCGAACAAAGAGGAGGAGCCGAGGCGCGAGAGCAAAGTCTGAAATGGATGTT^ 

GGATGCACA(^CTATGA^^^g^^^^^^^^^ ^^g^^^^^ ^^^^^^^^^^^^ 

GCAGGACTCTTGTTGGCTCGGGTGTCGAGGAGCTTCCCAGTAACATCTTGCTGGT 
CATCAAACAGAGGCCrTGGAAACCTGGTCCTGGTGGGGGA^ 

T n AC^AG CAGCAC TGTGGCT AATTGTAGC T CAAAAGAT CT G CAGAGCT CC CAGGGCGGACAGCAGC C TC 
GGGTGCAAT C CTGGAGC CC C C CAGTGAGGGGTATAC CT CAGTTj — > — «- ^« . -~ * — ^ 




T^GGTtCATATAAG'I 
TCGTOTACTCT 

jCGGCTCTCGT^ — — - 



M^GGGCGGl^CS^TGCT 



TCTACAG 



|at<k?cg^^ 



AAACGGAAGCCCCGCGTGTCTCCTCCAGCATCGCCCACCCTAG^ 

CTCTCCAGGGAGCGGTGGGGCCCGAACTGC CACCAGGAGGTGGCCATGG CAGGGCAGGCTCCTGCCCTGT 
GGACGGGGACGGACCGGTCACGACTGCAGTGGCAGGAGCAGCCCTGGCCCAGGATGCTTTTCATAGGAAG 
GCAAGTTCCCTCGACTCCGCAGTTCCCA TCGCTCCACCTCCTCGCCAGGCCTGTTCCTCC 
TCTTGAATGAGTCTAGACCTGTCGTTTG'I ~~~ ~~ - — "~ "'^ 



_____ v . _____ ^G^T G^GGAGACT 

GACACTGAAGAAGCTTAAAATCACTTCACACAACAAAGTAGCACAAAGGAGTTT 



-to be continued 
9399577 1 



WO 2004/089302 



PCT/US2004/010582 



Figure 8: Human POSH foil mRNA, Annotated Sequence (part 2) 



TTGTGGACTTCCAGATGGT(^GGAGATGAGCAARGGATTGGTATGTGACTCTGATGCCCCAGCA^GTTA 
CCCCAGCGAGCAGAGTGAftGAAGATGTTTGTGTGGGTTTTGTTAGTCTGGATTCGGATGTATAAGGTGTG 
CCTTGTACTGTCTGATTTACTACACAGAGAAACTTTTTTTTTTTTTTAAGATATATGACTAAAATGGACA 
ATTGTTTACAAGGCTTAACTAATTTATTTGCTTTTTTAA^ 

TTGGATTATGATTTTAAGAAATTATTAATTTATGAAATGATAGGTAAGGAGAAGCTGGATTATCTCCTGT 
TGAGAGCAAGAGATTCGTTTTGACATAGAGTGAATGCATTTTCCCCTCTC^ 

ATTTTGGGGTTATGTTTTGCTTCTTTAAGATAGAAATCCCAGTTCTCTAATTTGGTTTTCTTCTTTGGGA 
AACCAAACATACAAATGAATCAGTATCAATTAGGGCCTGGGGTAGAGAGACAGAAACTTGAGAGAAGAGA 
AGTTAGTGATTCCCTCTCTTTCTAGTTTGGTAGGAATCACCCTGAAGACCTAGTCCTCAATTTAATTGTG 
TGGGTTTTTAATTTTCCTAGAATGAAGTGACTGAAACAATGAGAAAGAATACAGCACAACCCTTGAACAA 
AATGTATTTAGAAATATATTTAGTTTTATAGCAGAAGCAGCTCAATTGTTTGGTTGGAAAGTAGGGGAAA 
TTGAAGTTGTAGTCACTGTCTGAGAATGGCTATGAAGCGTCATTTCACATTTTACCCCAACTGACCTGCA 
TGCCCAGGACACAAGTAAAACATTTGTGAGATAGTGGTGGTAAGTGATGCACTCGTGTTAAGTCAAAGGC 
TATAAGAAACACTGTGARAAGTTCATATTCATCCATTGTGATTCTTTCCCCACGTCTTGCATGTATTACT 
GGATTCCCACAGTAATATAGACTGTGCATGGTGTGTATATTTCATTGCGATTTCCTGTTAAGATGAGTTT 

CTGACCAAGGTCTCTTCAGTGCACTCGCTCCCTCTCTGGCTAAGGCATGCATTAGCCACTACACAAGTCA 
TTAGTGAAAGTGGTCTTTTATGTCCTCCCAGCAGACAGACATCAAGGATGAGTTAACCAGGAGACTACTC 
CTGTGACTGTGGAGCTCTGGAAGGCTTGGTGGGAGTGAATTTGCCCACACCTTACSUVTTGTGG^GGATC 
CAGAAGAGCCTGTCTTTTTATATCCATTCCTTGATGTCATTGGCCTCTCCCACCGATTTCATTACGGTGC 
CACGCAGTCATGGATCTGGGTAGTCCGGAAAACAAAAGGAGGGAAGACAGCCTGGTAATGAATAAGATCC 
TTACCACAGTTTTCTCATGGGAAATACATAATAAACCCTTOCATCTTTTTTTTTTTCCTTTAAGAACTAA 
AACTTGGGAAATAGAAACATGAACTGAAAAGTCTTGCAATGACAAGAGGTTTCATGGTCTTAAAAAGATAC 
TTTATATGGTTGAAGATGAAATCATTCCTAAATTAACCTTTT1TTTAAAAAAAAACAATGTATATTATGT 
TCCTGTGTGTTGAATCTAAAAAAAAAAAATACTTTACTTGGATAOT 

AAATGAACTTTAGTTAGGAAAAACKTGGC^TCAGCTTTCATCTGTGTAAGTTGACACCAATGTGTCATAA 
TATTCTTTATTTTGGGAAATTAGTGTATTTXATAAAAATTTTAAAAAGAAAAAAGACTACTACAGGTTAA 
GATAAOTTTTTTACCTGTCTTTTCTCCATATTTTAAGCTATGTGATTGAAG 

CTGGTATAAAGTTGGTTAAAATTTCATCTGTTAATAGATCATTAGGTAATATAATGTATGGGTTTTCTA 

TGGTTTTTTGCAGACAGTAGAGGGAGATTTTGTAACAAGGGCTTGTTACACAGTGATATGGTAATGATAA 

AATTGCAATTTATCACTCCTTTTCATGTTAATAATTTGAGGACTGGATAAAAGGTTTCAAGATTAAAATT 

TGATGTTCAAACCTTTGT 
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Figure 9: Domain Analysis of Human POSH 
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Figure 10: Diagram of Human POSH Nucleic Acids 
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Figure 1 1 : Reduction in Full Length POSH mRNA by siRNA Duplexes 
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Figure 12: POSH Affects Release of VLP from Cells 
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Figure 13: Release of VLP from Cells at Steady State 
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Figure 14: Mouse POSH mRNA sequence (public gi: 10946921 ; SEQ ID NO: 8) 

GGGCAGCGGGCTCGGCGGGGCTGCATCTACCAGCGCTGCGGGGCC^^ 
GCGAGAGCAAAGTCTGAAATGGATGTTACATGAATCACT^ 
AAGCCGTTTTCTCACTAAAGTCACTCAAGATGGATGAGTCTGCCT 
GTGTCTAGAACGCCTGGATGCTTCCGCAAAGGTCTTACCCTGC 

CTGGGGATTGTGGGTTCCCGGAATGAACTCAGATGTCCCGAATGCCGGACTCTTGTTGGCTCTGGGGTCG 

ACGAGCTCCCCAGTAACATCCTACTGGTCAGACTTOTGGATGGCATCAAGC^ 

CCCTGGTGGGGGCGGCGGGACCACCTGCACAAACACATTAAGGGCGCAGGGCAGCACT^ 

GGCTCGAAAGATCTGCAGAGCTCCCAGTGTGGACAG^GCCTCGGGTGCAAGCCTGGAGCCCCCCAGTGA 

GGGGAATACCTCAGTTACCGTGTGCCAAAGCATTATATAACra 

GTTCAGCAAAGGCGACACC^TCATTCTGCGCCGACAGGTC 

GGGGTCCACGGCTTTTTCCCCACTAACTTCGTGCAGAT 

GCAAAGCACTTTACGACTTTGAAGTGAAAGACAAGGAAGCTGACAAAGATTGC 

CGACGTACTGACCGTGATCCGCAGAGTGGATGAAAACTGGGCTGAAGGAATGCTGGCAGA 

ATATTTCCAATTTCATACGTGGAGTTTAACTCAGCTGCC^GCAGCTGATAGAGTGGGATAAGCCTCCCG 

TGCCAGGAGTGGACACGGCAGAATGCCCCTCAGCGACte 

CACCAAGAAGAACACCAGGAAGCGACACTCCTTC^ 

TCCC^GAACCGCC^CTCCATGGAGATCAGCCCTCCTGTGCT 

CCCX3CATCAGCGAACTGTCCGGGCTCTCCTGCAGOT 

AATTGTGACCCCACCCCCTAGCAGCCCGGTGACAACTGGCCCTC 

TACCAAGCTGCCCTTGGAAGTATGAATCCTCCACTTCCCCCACCCCCTCTCCTGGCGGCCACCGTACTCG 
CCTCCACCCCGTCAGGCX-rCTACTGCTGCTGTTGCT 

ACCCAGGCCTGTGATGGGGTCCTCTGAACAGATTGCACATTTACGGCCTCAGACTC^ 

GTTGCTATATATCCGTACACTCCCCGGAAGGAAGACGAACTGGAGCTGAGGAAAGGGGAGATGTTTTTGG 

TGTTTGAGCGTTGCCAGGACGGCTGGTACAAAGGGA^ 

TGGCAACTATGTGGCGCCCGTCACAAGGGCGGTGACGAATG 

GCGGGTCAGGCAAGTCGCGGGGTGACCATGGTCAGCCCTTCCACTGCAGGAGG^ 

AAGGAAACGGCGTGGCCGGAAATCC(^GCGTCGTCCCCACGGCTGTGGTGTCAGCAGCTCATATCCA 

AAGT C C T CAGGCTAAGGT CCTGCTGCACATGTCTGGGCAGATGACAGT CAATCAGGC CCGCAATG CTGTG 

AGGACAGTTGCAGCACATAGCCAGGAACGCCCCACAGCAGCAGTGACT 

CCTGCCTTGGTCCTGCATCCGTGGGCCTGCCCCATCATTCT 

GGGTCCTGCTGCCCACGGTGCTGCCGTCAGCATCAGTC 

GCTTCTCTGGCCTCCCCAAATATGACCAGTGCCATGTTGGAGACAGAGCCCAGT 

TCCTCCCTGGACTCCCCACATCTCCAGAGAGTGCTC 

AGACAAGGACAGTAAGAAAGAAAAAAAGGGCCTACTGAAGCTGCT^ 

CCCCGAGTCTCCCCTCCAGCATCACCTACCCTGGATGTGGAGCTGGGTGCTGGGGAGGCTCCCTTGCAGG 

GAGCAGTAGGTCCTGAGCTGCCGCTAGGGGGCAGCCACGGCAGAGT^ 

TGGTCCAGTGGCCGCTGGAACAGCAGCCCTAGCC 

TCCGCAGTGCCCAOTGCTCCACCACCTCGCCAGGCCTGCTCCTCCCTGGGCCCAG 

GGCCTGTTGTTTGTGAAAGGC^CAGGGTGGTGGTTTCCTACCCTCCTCAGAGTGAGGCCGAACTTGAACT 
CAAGGAAGGAGATATTGTGTTTGTTCATAAGAAACGAGAG 

AATGGGAAGACTGGCCTTTTCCCAGGGAGCTTTGTGGAAAACATCTGAGAAGACGGGACACGGAGAAAGC 

TTATCATCACACCACGTGTGACTAAAGAGCACAAAGCAGTTTCATAGAAAGA 

AGATCTTCAAGAACCGAGCAGAAGATGGGCACCTGACTCC^ 

AGGGAAGGAGGACACACCTGTGTGGGTTCCGTCTCTCTCGGTTCTGATGTGTAAAGTGTGCCTTGT 

T CTAATGGACTTTACAGATAAATGT CTl' 'ITTriT'lTTAAGATGTATAAC TAAAATGGACAAT TGT T TACA 

AGGCTTAACTAATTTAT TTGCTTTT TTAAAACT TGAAC TIT CTTGTAATAGCAAAT 
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Figure 15: Mouse POSH Protein sequence (Public gi: 10946922; SEQ ID NO: 9) 

MDESALLDIiLECPVCLERLDASAKVn^PCQHTFC 

RLLDGI KQRPWKPGPGGGGGTTCTirrLRAQGSTVVNCGSKDIjQSSQCGQQPRVQAWS PPVRGI PQLPCAK 
ALYNYEGKEPGDIiKFSKGDTI ILRRQVDENWYHGEVSGVHGFFPTNFVQI IKPLPQPPPQCKAIiYDFEVK 
DKEADKDdiPFAKDDVLTVI RRVDENWAEGMLADKI GI PPI S YVEFNSAAKQLI EWDKPPVPGVDTAECP 
SATAQSTSASKHPDTKKNTRKRHSFTSLTMANKSSQGSQNRHSMEISPPVLI S S SNPTAAAR I SELSGLS 
CSAPSQVHISTTGLr^PPPSSPVTTGPAFTFPSDVPYQAA^ 

VAAAAAAAAAAGMGPRPVMGSSEQIAHLRPQTRPSVYVAIYPYTPRKEDELELRKGEMFIjVFERCQIXSWY 
KGTSMHTSKIGVFPGNYVAPVTRAVTNASQAKVSMSTAG^^ 

VVPTAWSAAHIQTSPQAKVIjIiHMSGQMTVNQARNAVRTVAAHSQERPTAAVTPI 

PHHSIiASQPLPPMAGPAAHGAAVS I SRTNAPMACAAGASLAS PNMTSAMLETEPSGRTVTI L PGL PTSPE 
S AAS ACGNS S AGKPDKDSKKEKKGLLKLLS GAS TKRKPRVS P PAS PTLDVELGAGEAPLQGAVGPEL PLG 
GSHGRVGS CPTDGTCPVAAGTAAIiAQDAFHRKTSSIiDSAVP IAPPPRQACSSLGPVMNEARPWCERHRV 
WSYPPQSEAELELKEGDIVFVHKKREDGWFKGTLQRNGKTGLFPGSFVENI 
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Figure 16: Drosophila melanogaster POSH mRNA sequence (public gi: 17737480; 
SEQIDNO:10) 



GATTTGTATCCGCTTGGCCACGAGCTTTGGCTGCACTT 

C CTATTG CAACX5AT AATATAAT CTGATT TAGTG CATTAAGAACG ACAAGTAGCGATTATAATAGTAGATT 
TTAGCATTTGAGCTAAATTTATTTCCCAACCGCGTCTTGGGATTGCGTATGCGTGAGCCAGTACCT 
GTGTGTGTGTTTTGGAATGTGGCCCTGCACGAAATTCAAATAGTGACCATCCT 
GCAAGATGGACGAGCACACGTTAAACGACCTGTTG<^ 

ATCGAAGGTGCTGCCATGCCAGCACACCTTCTGCCGCAAATGCTTGCAGGAC^ 
AAGTTGCGATGCCCGGAGTGCCGCATCCTGGTCTCTTGC 

TGATGCGAATCTTAGAAGGCATGAAACAAAATGCAGCAGCTGGCAAAGGAGAAGAAAAGGGAGA^ 

TGAAACAC^GCCGGAAAGGGCCAAACCTCAGCCGCCAGCXSGAATC^ 

CTCC^GCTGOVGTC^(^TC^GC^TCTCAT(^GCCGGCTCGTCACAAGCAAC^ 

ACGCCTATGCCCTCTTTGACTTCGCCTCCGGTG^^ 

ACTGATCAAGCATCGCATCGACAACAACTGGTTTGTGGGTC^ 

ATCIAACTACGTCAAGGTATCGGTTCCGCTGCCCATGCCGC^ 

GGCCCAACGACGAGGAGGGATGCCTCGAATTTAAGAAAAGCACTGTAATACAGGTAATGCG 

TCATAATTGGGCAGAAGGACGAATTGGCCAGACC^TCGGAATCTTTCCAATA 

GCAGCGGCCAAAAAGCTGTTGGACAGCGGGCTACACACCC^ 

GGCAGCGGGCCCTTCCTCCGGTTCCAGTTATTGATCCCACGGTGGTCACGGAATCCAGTTCGGGATCCTC 
CAATTCCACGCCGGGCAGCAGCAATTCAAGCTCCAC^TCCAGCTCGAATAAC 
ATCT CACTGCCGAATACCCC CCAACATGTAGTAGCTTC 
GAGCAAAGGAGAAACGCCACTCACTAAATGCTTTGCTGC^^ 

CAACCGCCATTCGGCTGAAATTCTTAGC CTGCCCCATGAACTAAGCCGCTTGGAAGTTTCCAGCT CAACA 
GCTCTAAAACCCACGTCAGCCCCACAGACATCGCGTGTACT^ 

CGAATT TAC C CTGGGGATAC TTAGC C CTGT T CC CAT ACAAAC CACX5CCAAACGGATGAGC TGGAATTAAA 
AAAGGGTTGTGTTTACATTGTGACCGAACGATGTGTGGA 

ATCACTGGAGTGTTCCCGGGCAACTACCTGACGCCCCTGCGCGCCCGCGACCAGCAGCAGTTAATGCATC 

AATGGAAATATGTTCCCCAAAATGCAGACGCCCAGATGGCACAAGTACAGCAGC^ 

TGTGCGACTC^^CAACATGCTGTCCATGCAACCGCCTGAT^ 

ACGACCACCAGTTGCTCTGTGTGGTCGAAAC(^GTGGAGGCGCTGTTCAGCAGAAAATCGGAGCCCAAGC 

CTGAAACTGCCACAGCTTCGACTACGAGCAGCAGTTCCTCTC 

TCACATGAAAAC^CGCTCCAAATCTCCGGGAGCGTCCTTGCAGCAAGTTCCG 

AATGTGGAATTTACAACAAACCCATCAGCTAAATTG 

GTCAGCTGCAGCACAGTCAACCGCTCAATGAA^ 

CCTACCGAAGCAGCTGCCTTCCGCTTCT 

AAGGAACGTCCTCACTTGATTTGCGCGAGACAATCATTAGATGCAGCTACA 

ATGCCGCGTCGCCGCCGCCACCTACTACTTCCGTGGCCCCAGCTGTCTACGCCGGCGGTCAGCAACAGGT 

GATTCCTGGAGGTGGAGCGCAATCCCAGTTGCATGCCAAT^ 

CACAGCCTAGATCCGAGTCATGTGCrGAGTCCCAGCAGCAATATGATCACGG^ 

GCGCCACCACTAAGTCTCCTTACTGCACGAGGGAAAGTCX^ 

GAGTGACATTGAACTAGAGCTACATTTGGGCGACATTATCTACGTCCAGC^ 

TATAAGGGCACCCATGCCCX3TACCOICAAAACCGGGCTGTTCCCCGCCT 

AGGAAAGTTATGGTTCAAACTAGAATTTATTAAGCGAAATTCCAAATTACTTGTCT 

GTCGGTCTATTCGGGCTTCCAAATACGCAATCTCATATTTCTCTTTTCAAAAAAGAAACCGT^ 

CTTCCAATCGAATGGGGAXSCTCGCCGTTGTAC^ 

TAAGACTTAGGGAACAGTTACTTAAGCCTTAGCGATTAGTTAGCTAGAGAAATAATCTAACCGATCCTTG 
TGCCCTCTACAAAGTTATTTGTAATATACGATACTCAGTAATAAAAAAAAAAAAAAAAAAAAAAAAA 
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Figure 17: Drosophila melanogaster POSH protein sequence (public gi:17737481; 
SEQIDNO:ll) 

MDEHTIJTOLLECSVCLERIiDTTSKVLPCQH^ 

RILEGMKQNAAAGKGEEKGEETETQPERAKPQPPAESVAPPDNQIiLQLQSHQQSHQPARHKQRRFLLPHA 
YALFDFASGEATDLKFKKGDLILIKHRIDNl^ 

NDEEGCLEFKKS TVIQVMRRVDHNWAEGRIGQTIGI FP IAFVELNAAAKKIiLDSGLHTHPFCHPPKQQGQ 

RALPPVPVIDPTVVTESSSGSSNSTPGSSNSSSTSSSmCSPI^QISLPNTPQHVVASGSASVRFRDKGA 

KEKRHSLNAIiLGGGAPLSLLQTNRHSAEILSLPHELSI^ 

LPWGYLALFPYKPRQTDELELKKGCVYIVTERCVIX3WFKGKNWLDITGVFPG 

KYVPQNADAQMAQVQQHPVAPDVRLNI^LSMQPPDLPPRQQC^TAT 

TATASTTSSSSSGAVGLMRRIjTHMKTRSKSPGASLQQVPKEAISTNVEFTTNPSAKLHPVHVRSGSCPSQ 
LQHSQPLNETPAAKTAAQQQQFLPKQLPSASTNSVSYGSQRVKGSKERPHLICARQSLDAAT 
ASPPPPTTSVAPAVYAGGQQQVIPGGGAQSQLHAl^IIAPSHRKSHSI^ASHVLSPSSNMITEAAIKASA 
TTKSPYCTRESRFRCIVPYPPNSDIELELHIiGDIIYVQRKQKNGWYKGTHARTHK^ 
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Figure 18: POSH Domain Analysis 



hPOSH protein sequence : 



z£ , 30 ,30 , SH3 SH3 



um SH3 sk3 sk§ — 

I T I l " "I 1 i i | i 

0 111222 333 444 555 666 777888 



N terminus protein fragment of hPOSH (public gi:io4326i2): 



SH3 SH3 SH3 




C terminus protein fragment of hPOSH (public gi:7959249): 




Mouse POSH Protein sequence (Public gi: 10946922): 




Drosophila melanogaster POSH protein sequence (public gi:i773748i) 



zf . t 




SH3 ■ . 


SH3 - 




SH3 








'■■MM 




SH3 ', - 


SH3 




SH3 


i 






'go > ' 








' : 

209- 


..■314 


415', ' "' 


523 • 


.1- * 
628. 


733 


83 



9399577_1 



WO 2004/089302 



PCT/US2004/010582 



Figure 19: Human POSH has ubiquitin ligase activity 
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Figure 20. PLD activity in medium of transfected cells 
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Figure 21. 
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Figure 22. 
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Figure 24. 
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Figure 25. 
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Figure 26. 
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Figure 27. 
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Figure 28. 
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Figure 29. 



p!RES-APP-PS1 



J> <s <s <s 



•220 

. 97 
• 66 

•*"• 45 
/; • 30 
>•• 20 



14 



:V,'. •••• " • ■■' ■■ ■ l 

1 2 3 4 5 6 



